Discordant primary resistance and response of the metastatic lesions in the same individual coupled with splenic involvement in gastrointestinal stromal tumors (GISTs) are relatively uncommon. We herein report such a case of recurring GIST of the stomach that presented with the involvement of spleen with 18 F-fluorodeoxyglucose positron emission tomography-computed tomography (FDG PET-CT) imaging documentation. Ultrasonography-guided fine needle aspiration cytology from the splenic and paravesical lesions demonstrated metastatic spindle cell tumor consistent with diagnosis of metastasis from GIST of the stomach. The splenic and the paravesical lesions appeared resistant to the conventional 400 mg of imatinib mesylate, while most other abdominopelvic metastatic lesions demonstrated good metabolic response on FDG-PET/CT, with the noteworthy findings of interlesional heterogeneity of the metastatic lesions in terms of differential primary response in the same individual. 
Introduction
Molecularly targeted therapy, with imatinib mesylate, is beneficial in unresectable and advanced metastatic gastrointestinal stromal tumors (GISTs), as well as an adjuvant therapy after the resection of primary GISTs. The tumors have a highly variable clinical course, and recurrent disease sometimes develops despite curative treatment. The common metastatic sites are liver (65%), omentum, and peritoneum, and other reported metastatic sites include lungs, pleura, retroperitoneum, bone, and subcutaneous tissues. Reports of discordant response to metastasis to the spleen exist, [1, 2] though relatively uncommon. Herein, we document such a case of recurring GIST of the stomach with 18 F-fluorodeoxyglucose positron emission tomography-computed tomography ( 18 F-FDG PET-CT) imaging documentation.
Case Report
A 55-year-old male patient diagnosed with gastric GIST and on molecularly targeted therapy with imatinib mesylate 400 mg daily was referred for 18 F-FDG PET-CT whole-body disease survey. There was a history of discontinuation of imatinib by himsel for 1 year with CT abdomen finding of increasing size of a mass lesion (5.7 cm × 11.6 cm × 7.6 cm) along the larger portion of greater curvature of stomach, extending anteromedially in close approximation to the liver and anterolaterally along lateral abdominal wall, following which wedge resection of the stomach was undertaken. Peroperatively, tumor was observed to infiltrate left lobe of the liver and greater omentum with histopathology was consistent with residual malignant GIST (histological response to prior imatinib was noted in 12% of tumor area) with omental deposits (spindle cell and epithelioid morphology). On immunohistochemistry, it was CD117 and CD34 positive with Mib-1-labeling index being 25%-30%. Mutational analysis on the primary tumor showed mutation in 31-bp heterozygous deletion spanning intron 10 and exon 11. Exons 9, 13, and 17 were of wild type. Thus, the lesions were
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For reprints contact: reprints@medknow.com positive for exon 11 KIT mutation. Thereafter, he was in disease-free state on regular follow-up for almost 2½ years.
Subsequently, he presented with CT-documented multiple heterogenous mass lesions in the left infradiaphragmaic, perisplenic region, along serosal surface of small bowel abutting anterosuperior surface of the urinary bladder, posterior surface of bladder abutting the rectum, peritoneum, and anterior abdominal wall with perisplenic fluid collection and was restarted on imatinib 400 mg daily. A follow-up CT showed resolution of peritoneal deposits and reduction in perisplenic collection of fluid, but there was an increase in size of surface splenic deposit to 41 mm and left pleural effusion, the cytology of pleural fluid being negative for malignancy. In view of overall good response to imatinib therapy at most sites, he was on the same dose with observation every 3 months. The recent ultrasonography (USG) of the abdomen and pelvis showed multiple hypoechoic lesions with central necrotic area in the spleen, largest measuring 4.2 cm × 4.3 cm and another ill-defined hypoechoic lesion in the pelvis on the right side, anterior to the urinary bladder. He was referred for FDG-PET/CT evaluation, which demonstrated multiple well-defined FDG avid lesions with central necrotic area in spleen, largest measuring approximately 4.4 cm × 4.6 cm maximum standardized uptake value (SUVmax) 10.61, and FDG avid ill-defined mass lesion on the right paravesical region with SUVmax 13.36 [ Figures 1 and 2] . USG-guided fine needle aspiration cytology from these above-mentioned lesions showed metastatic spindle cell tumor consistent with diagnosis of metastatic GIST. The dose of imatinib was increased to 800 mg daily, to which he was noncompliant, hence started on sunitinib 37.5 mg daily, to which he showed disease progression, and was started on pazopanib. The last FDG-PET/CT showed stable disease since the start of pazopanib.
Discussion
GISTs comprise 0.1%-0.3% of all gastrointestinal tumors, with immunohistochemical defining features of CD117 and CD34 positivity. [3] Tumor size and mitotic rate form key parameters in risk stratification schemes of GIST: tumors <2 cm and mitotic rate of <5/50 are equated with lower risk of recurrence; imatinib is recommended to high-risk patients (size >5 cm and mitotic rate >5/50) for 3 years for a better recurrence-free survival. [3] Abdominal CT has been considered the imaging method of choice for staging and treatment monitoring of GISTs, but recently, the use of FDG PET-CT has been advocated as a noninvasive diagnostic tool in the management, particularly for early therapeutic response and whole-body assessment to imatinib mesylate treatment. [3] [4] [5] The current definitive treatment of GIST is complete surgical resection. Imatinib mesylate, an oral tyrosine kinase inhibitor of KIT (85% associated with c-KIT mutations) and platelet-derived growth factor receptor alpha mutations (except for D842V), is now considered standard adjuvant therapy for tumors considered at high risk for recurrence and also indicated in neoadjuvant setting for locally advanced, unresectable tumors. [3] [4] [5] With this agent and its congeners sunitinib and regorafenib (used in case of resistance to imatinib), survival and outcomes have vastly improved. [3] [4] [5] Reports of metastasis of GIST to the spleen are relatively uncommon. A review of peer-review literature yielded two reports of splenic metastasis. [1] In the described report by Kim et al., [1] splenic metastasis was reported in conjunction with that in the liver, greater omentum, and mesentery from a gastric primary. Kang et al. reported an unresectable gastric GIST at diagnosis that had invaded pancreas and spleen but was responsive to neoadjuvant imatinib mesylate (dose of 400 mg daily), which allowed surgical excision of residual disease. [2] Our report had similarity from the point that it was also from gastric primary and had multiple sites of involvement, though the splenic lesions appeared resistant to the conventional dose (400 mg) of imatinib, while other abdominopelvic lesions showed good metabolic response on FDG-PET/CT.
Conclusion
The learning points from the presented case are as follows: (a) the noteworthy finding in the present case was that in the same individual, interlesional heterogeneity between metastatic lesions is possible and this could lead to differential response to administered therapy; (b) metastasis to the unusual sites from solid tumors is often encountered in clinical practice; herein, uncommon splenic metastasis from GIST is presented with FDG-PET/CT documentation.
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